
Page 1

Short Title:

Statistical Analysis Plan 
CLJ369-P001

Full Title:

Statistical Analysis Plan 
CLJ369-P001 / 
NCT03341923

Protocol Title: Clinical evaluation of DAILIES TOTAL1® Multifocal 
compared to 1-Day Acuvue® Moist® Multifocal in a Japanese 
population.

Project Number: A03218

Protocol TDOC Number: TDOC-0054350

Author:

 
, Japan

Template Version: Version 4.0, approved 16MAR2015

Approvals: See last page for electronic approvals.

Job Notes:

This is the original (Version 1.0) Statistical Analysis Plan for this study. This version of the 
Statistical Analysis Plan is based on Version 1.0 of the study protocol.

Alcon - Business Use Only  Effective Date:  
Document:  Version:  
Status:  

Printed By: Print Date:  

Effective

1.0; CURRENT; Most-Recent; EffectiveTDOC-0054350

Statistical Analysis Plan 16-Oct-2017



Page 2

Executive Summary:

Key Objectives:

The objective of this study is to demonstrate non-inferiority of DAILIES TOTAL1®

Multifocal (DT1MF) to 1-DAY ACUVUE® Moist® Multifocal (AMMF) for Investigator-
graded successful lens centration in Japanese population.

Decision Criteria for Study Success:

Primary Efficacy

Non-inferiority of DT1MF to AMMF will be demonstrated for Investigator-graded lens 
centration of “Optimal” after 14 days of wear with a non-inferiority margin of 10%.
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P a g e 5

1 St u d y O bj e cti v es a n d D esi g n

1. 1 St u d y O bj e cti v es

T h e o bj e cti v e of t his st u d y  is t o d e m o nstr at e n o n-i nf eri ority of D A I LI E S T O TA L 1 ®

M ultif o c al ( D T 1 M F) t o 1 -D A Y A C U V U E ® M oist ® M ultif o c al ( A M M F) f or I n v esti g at or -

gr a d e d s u c c essf ul l e ns c e ntr ati o n i n J a p a n es e p o p ul ati o n.

1. 2 St u d y D es c ri pti o n

T his is a p r os p e cti v e, m ulti-c e nt er , si n gl e m as k e d (s u bj e ct), r a n d o mi z e d1 a n d c r oss o v er st u d y.  

S u bj e cts will b e r a n d o ml y assi g n e d t o o n e of t h e t w o or d ers of t h e i n v esti g ati o n al pr o d u ct 

w e ari n g ( D T 1 M F t o A M M F or A M M F t o D T 1 M F) at a r ati o of 1: 1 usi n g t h e p er m ut e d bl o c k 

r a n d o mi z ati o n. S u bj e cts will w e ar e a c h st u dy arti cl e ( D T 1 M F a n d A M M F) i n b ot h e y es f or at 

l e ast 11 d a y s e a c h.  T h e r a n d o mi z ati o n m a n a g er will als o cr e at e t h e r a n d o mi z ati o n c o d e f or 

t h e st u d y e ye (ri g ht or l eft) a n d m ai nt ai n t h e k e y  c o d e i n a m as k e d st at e2 u ntil t h e ti m e of 

c o d e br e a ki n g.

T h e s u bj e ct w h o w e ars h a bit u al pr es b y o pi c s oft/sili c o n e h y dr o g el c o nt a ct l e ns ( m ultif o c al

l e ns es o nl y) wit h a n e ar s p e ct a cl e A D D of + 0. 5 0 D t o + 2. 5 0 D (i n cl usi v e) will b e e nr oll e d.  

T h e s u bj e cts will w e ar e a c h of t h e i n v esti g ati o n al pr o d u cts f or 1 4 ± 3 d a ys . D uri n g t h e 

o bs er v ati o n p eri o d, t h e s u bj e cts r e m o v e a n d dis c ar d t h e l e ns es e v er y  ni g ht a n d us e a n e w p air 

of l e ns es e v er y  m or ni n g. As 1 2 0 p ati e nts ar e r e q uir e d f or t h e ef f e cti v e n ess ass ess m e nt i n t his 

st u d y, 1 3 4 p ati e nts will b e e nr oll e d ass u mi n g ar o u n d t e n p er c e nt dis c o nti n u ati o n.  O n e 

eli gi bl e e y e f or eff e cti v e n ess a n alys is will b e r a n d o ml y s el e ct e d as a st u d y e ye a c c or di n g t o 

t h e p er m ut e d bl o c k r a n d o mi z ati o n.  S c h e d ul e d Vi sits ar e list e d i n Ta bl e 1- 1 , as f oll o ws.

T a bl e 1- 1 S c h e d ul e of St u d y Vi sit

D a ys f r o m Dis p e nsi n g St u d y Vi sit

Vi sit 1 P r e- Dis p e nsi n g Vi sit 1: B as eli n e Visit

Dis p e nsi n g C L 1 Vi sit 1: Dis p e nsi n g C L 1

Vi sit 2 1 4  3 D a y s aft er dis p e nsi n g C L 1 Vi sit 2: F oll o w u p C L1

Dis p e nsi n g C L 2 Vi sit 2: Dis p e nsi n g C L2

Vi sit 3 1 4  3 D a y s aft er dis p e nsi n g C L 2 Vi sit 3 : F oll o w u p C L2

                                                

1 T h e s e q u e n c e of st u d y l e ns us e ( D T 1 M F t o A M M F or A M M F t o D T 1 M F) is r a n d o mi z e d i n t his st u d y. T h e s u bj e cts w e ar 

t h e s a m e l e ns i n b ot h e y es.

2

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

T h e r a n d o mi z ati o n c o d e f or s e q u e n c e of st u d y l e ns us e will b e m as k e d o nl y t o t h e s u bj e cts. T h e r a n d o mi z ati o n c o d e f or t h e 

t ar g et e y e m ust b e m as k e d f or t h e sit e, t h e s u bj e cts a n d s p o ns or.
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1.3 Randomization

Subjects will be randomly assigned to one of the two orders of the investigational product 
wearing (DT1MF to AMMF or AMMF to DT1MF) at a ratio of 1:1 by using the permuted 
block randomization.  Study eye (right or left) will also be randomly determined by using the 
permuted block randomization.

1.4 Masking

The randomization code for sequence of study lens use will be masked only to the subjects. 
The randomization code for the study eye must be masked to the sites, the subjects and 
sponsor.

1.5 Interim Analysis

No interim analyses are planned for this study.

2 Analysis Sets

Evaluability of subjects and data will be determined before breaking masked randomization 
codes and before locking the database lock.

2.1 Efficacy Analysis Sets

Full Analysis Set (FAS):

The Full Analysis Set (FAS) includes all randomized subjects who are exposed to any 
investigational product except for trial-fit lenses which is used at Visit 1 and who complete at 
least 1 scheduled study visit.

Per Protocol Analysis Set (PPS):

The Per Protocol Analysis Set (PPS) includes all randomized subjects who are exposed to any 
investigational product except for trial-fit lenses which is used at Visit 1, who complete at 
least 1 scheduled study visit and who do not meet any of the critical deviation or evaluability 
criteria identified in the Deviations and Evaluability Plan (DEP).
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The FAS and the PPS will be used for primary effectiveness analysis in this study. The FAS 
will be used for main interpretation of primary effectiveness results.  

2.2 Safety Analysis Set

The pre-treatment safety analysis set will include all subjects who consented to participate in 
the study.  The pre-treatment safety analysis set will be the set that will be used to summarize 
occurrence of adverse experiences prior to exposure to the investigational products. The 
treatment-emergent safety analysis set will include all eyes exposed to any investigational 
product evaluated in this study except for trial-fit lenses which is used at Visit 1.

2.3 Pharmacokinetic Analysis Set

Not Applicable.

3 Subject Characteristics and Study Conduct Summaries

For demographic factors (gender, age [40-49 years,50-59 years, 60-69 years, ≥70 years], 
type of habitual multifocal SCL/SHCL, ocular medical history, concurrent diseases, and 
concomitant medications), the number and percentage of subjects will be calculated for all 
data sets (Safety Analysis Set, FAS, and PPS). For age, diopter of habitual multifocal 
SCL/SHCL, average number of hours of wear per day and the average number of days of 
wear per week of habitual multifocal SCL/SHCL, average number of hours of wear per day 
and total wearing days of investigational products, corneal curvature radius (keratometry), 
objective refraction (refractometry), subjective refraction (spherical equivalent), best 
corrected visual acuity with trial frame, and diopter of dispensed lenses, descriptive statistics 
(arithmetic mean, standard deviation, number of subjects, median, minimum, and maximum) 
will be calculated.

4 Efficacy Analysis Strategy

The primary objective of this study is to demonstrate non-inferiority in investigator-graded 
successful lens centration of DT1MF to AMMF after 14 ± 3 days of wearing. The primary 
effectiveness analysis will be performed on the right or left eye that is randomly selected as a 
single study eye.

4.1 Efficacy Endpoints

Primary effectiveness variable is as follow.
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 In v esti g at or - gr a d e d s u c c essf ul l e ns c e ntr ati o n of “ O pti m al ” aft er 1 4 ± 3 d a y s of w e ari n g.

4. 2 Effi c a c y H y p ot h es es

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

T h e pri m ar y  e n d p oi nt of t his st u d y is i n v esti g at or-gr a d e d s u c c essf ul l e ns c e ntr ati o n of 

“ O pti m al ” aft er 1 4 ± 3 d a y s of w e ari n g.  T h e p o p ul ati o n pr o p orti o n a n d n u m b ers ar e t a b ul at e d 

i n Ta bl e 4- 1.
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Table 4-1 Paired Data for Crossover Study

AMMF Total
Optimal Non-

Optimal
DT1MF Optimal e

(π1)
f

(π2)
e+f

(π1+ π2)
Non-Optimal g

(π3)
h

(π4)
g+h

(π3+ π4)
Total e+g

(π1+ π3)
f+h

(π2+ π4)
n

e+f+g+h = n, π1+ π2+ π3+ π4 = 1.  
The π. indicates the population proportion for each cell.

The null hypothesis (H0) and alternative hypothesis (H1) for the primary analysis are defined 
as follows:

H0 π(DT1MF) - π(AMMF) ≤ -10%
H1 π(DT1MF) - π(AMMF) > -10%

, where π(DT1MF) and π(AMMF) represent the population proportion of subjects rated as 
“Optimal” in the DT1MF and AMMF groups, respectively.  π(DT1MF) = π1+ π2 and 
π(AMMF) = π1+ π3.  Population treatment difference; π(DT1MF) - π(AMMF) = (π1+ π2) -
(π1+ π3) = π2 - π3.  The value of 10% is used as the non-inferiority margin.

Treatment proportion difference (θ�) will be

θ� =
� + �

�
−
� + �

�
=
(� − �)

�

, and its asymptotic lower one-sided 97.5% confidence limit will be calculated as follows 
(Unmodified Wald method [Newcomb, R. G., 1998]).

θ� − 1.96 × ��

, where �� = ��� + � − (� − �)�/��/�.
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4. 3 St atisti c al M et h o ds f o r Effi c a c y A n al ys es

4. 3. 1 P ri m a r y Eff e cti v e n ess A n al ysis

T h e pri m ar y  eff e cti v e n ess o bj e cti v e of t his st u d y is t o d e m o nstr at e n o n-i nf eri orit y of D T 1 M F 

t o A M M F f or i n v esti g at or- gr a d e d s u c c essf ul l e ns c e ntr ati o n aft er 1 4 ± 3 d a ys of w e ari n g, m or e 

s p e cifi c all y, n o n-i nf eri orit y of D T 1 M F t o A M M F will b e d e m o nstr at e d i n c as e t h e l o w er o n e -

si d e d 9 7. 5 % c o nfi d e n c e li mit of a tr e at m e nt pr o p orti o n diff er e n c e li es a b o v e -1 0 %.  

If a n d o nly if n o n -i nf eri orit y is d e m o nstr at e d, s u p eri orit y of D T 1 M F o v er A M M F i n 

I n v esti g at or-gr a d e d l e ns c e ntr ati o n of “ O pti m al ” will b e t est e d. T h e s u p eri orit y of D T 1 M F t o 

A M M F will b e d e m o nstr at e d w h e n a 9 7. 5 % o n e - si d e d l o w er c o nfi d e n c e li mit of l e ns 

dif f er e n c e li es a b o v e 0 %.

If t h e S e q u e n c e ( Cr oss o v er) Eff e ct ( D T 1 M F→ A M M F vs A M M F → D T 1 M F) a n d/ or t h e 

P eri o d Ef f e ct ( Visit 2 vs. Vi sit 3) ar e f o u n d t o b e si g nifi c a nt, D T 1 M F vs A M M F will b e 

c o m p ar e d at e a c h p eri o d a n d/ or s e q u e n c e s e p ar at el y .

P eri o d Ef f e ct a n d S e q u e n c e Eff e ct ( Cr oss o v er Eff e ct) will b e i n v esti g at e d wit h t h e t hr e e-w a y  

t a bl e cl assif y i n g f o ur ty p es of r es p o ns e b y e a c h s e q u e n c e gr o u p ( T a bl e 4 -3).  

T a bl e 4- 2 A n al ysis of P e ri o d Eff e ct a n d S e q u e n c e Eff e ct f o r  C ross o v e r St u d y 

P eri o d Eff e ct S e q u e n c e Ef f e ct

S e q u e n c e Gr o u p

D T 1 M F 
O pti m al 

& A M M F 
N o n -

O pti m al

D T 1 M F 
N o n -

O pti m al & 
A M M F 
O pti m al

S u b 
T o t al

D T 1 M F 
O pti m al & 

A M M F O pti m al

D T 1 M F N o n -
O pti m al & A M M F 

N o n -O pti m al

S u b 
T o t al

T o t al

D T 1 M F  A M M F n 1 1 1 n 1 1 2 n 1 1. n 2 1 1 n 2 1 2 n 2 1. n. 1.

A M M F  D T 1 M F n 1 2 1 n 1 2 2 n 1 2. n 2 2 1 n 2 2 2 n 2 2. n. 2.

p -v al u e * 0. x x x x n 1.. 0. x x x x n 2.. n
* Fis h er’s E x a ct T est

If t h er e w er e P eri o d Eff e ct a n d b ot h s e q u e n c e gr o u ps h a d pr o p e nsity t o h a v e m or e “ O pti m al ”

i n t h e s e c o n d p eri o d, t h e pr o p orti o n of n 11 2 a n d n 1 2 1 s h o ul d b e l ar g er .  Or, if t h er e w er e 

P eri o d Ef f e ct a n d b ot h s e q u e n c e gr o u ps h a d pr o p e nsit y t o h a v e l ess “ O pti m al ” t h e s e c o n d 

p eri o d, t h e pr o p orti o n of n 1 1 1  a n d n 1 2 2 s h o ul d b e l ar g er ( M ai nl a n d-G art) [ 2], [ 3], [ 4]

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

.

O n t h e ot h er h a n d, if t h er e w er e S e q u e n c e Eff e ct t h at D T 1 M F h a d pr o p e nsit y t o h a v e m or e 

“ O pti m al ” i n t h e first p eri o d a n d A M M F h a d pr o p e nsit y  t o h a ve m or e “ O pti m al ” i n t h e 

s e c o n d p eri o d, t h e pr o p orti o n of n 2 11 a n d n 2 2 2 s h o ul d b e l ar g er .  Or, if t h er e w er e S e q u e n c e 

Ef f e ct a n d D T 1 M F h a d pr o p e nsit y t o h a v e m or e “ O pti m al ” i n t h e s e c o n d p eri o d a n d A M M F 
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had propensity to have more “Optimal” in the first period, the proportion of n212 and n221 
should be larger (Hills-Armitage) [2], [5].

Fisher’s exact test will be performed to add statistical insight in addition to descriptive 
statistics, although the statistical power might not be necessarily maintained due to 
insufficient sample size.
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Table 4-4 summarizes the key effectiveness analyses.

Table 4-4 Summary of Analysis Strategy for Primary  Efficacy 
Endpoints

Endpoint Main vs. 
Sensitivity 
Approacha

Statistical Methodb Analysis 
Set

Missing Data 
Approach

Primary
Investigator-graded 
successful lens 
centration after 14±3 
days of wearing

M Unmodified Wald 
method

FAS
(Study Eye)

Observed data 
only

Investigator-graded 
successful lens 
centration after 14±3 
days of wearing

S Unmodified Wald 
method

PPS
(Study Eye)

Observed data 
only

Investigator-graded 
successful lens 
centration after 14±3 
days of wearing

S Unmodified Wald 
method

FAS
(Non-Study 
Eye)

Observed data 
only

aM=Main analysis approach; S=Sensitivity analysis approach
bFurther details on statistical models are:
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4. 4 M ulti pli cit y St r at e g y

Pri m ar y  a n alys is will b e p erf or m e d f or a si n gl e v ari a bl e, a n d s u p eri orit y t esti n g will b e 

p erf or m e d o nl y w h e n n o n -i nf eri ority t esti n g is d e m o nstr at e d.  

 

B y  d efi ni n g t h e s e q u e n c e of st atisti c al t esti n g i n 

a d v a n c e, t h e t y p e I f a mil y -wis e err or ( F W E) r at e of  h y p ot h esis t ests w hi c h i n cl u d e 

pri m ar y  eff e cti v e n ess a n al ys es  is 

c o ntr oll e d at al p h a = 2. 5 % ( o n e -si d e d).  

4. 5 S u b g r o u p A n al ys es a n d Eff e ct of B as eli n e F a ct o rs

S u b gr o u p a n al ys es of t h e pri m ar y  e n d p oi nt will b e c o n d u ct e d t o ass ess t h e c o nsist e n c y of 

tr e at m e nt eff e ct a cr oss v ari o us s u b gr o u ps.

T h e c o nsist e n c y  of t h e tr e at m e nt eff e ct of t h e pri m ar y e n d p oi nts will b e ass ess e d 

d es cri pti v e l y usi n g s u m m ar y st atisti cs b y c at e g or y of t h e f oll o wi n g s u b gr o u p f a ct ors:

 A g e c at e g or y  ( < 6 0, 6 0- 6 9, 7 0- 7 9, ≥ 8 0 y e ars),

 S e x ( F e m al e, M al e)

 I n v esti g at or

4. 6 I nt e ri m A n al ysis f o r  Effi c a c y

N o i nt eri m a n alys is is pl a n n e d.

5 S af et y A n al ysis St r at e g y

5. 1 S af et y E n d p oi nts

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

T h e s af et y e n d p oi nts ar e as f oll o ws.
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 Bi o mi cr os c o p y fi n di n gs: Slit -l a m p e x a mi n ati o n

 B est c orr e ct e d vis u al a c uit y  wit h tri al fr a m e

 A d v ers e e v e nts

 D e vi c e d efi ci e n ci es

5. 2 S af et y H y p ot h es es

T h er e ar e n o f or m al s af et y  h yp ot h es es i n t his st u d y . T h e f o c us of t h e s af et y a n al ys is will b e a 

c o m pr e h e nsi v e d es cri pti v e ass ess m e nt of s af et y e n d p oi nts list e d i n S e cti o n 5. 1. 

5. 3 St atisti c al M et h o ds f o r S af et y A n al ys es

T h e a n al ys is s et f or all s af et y a n alys e s is d efi n e d i n S e cti o n 2. 2 .  S af et y v ari a bl es aft er 

e x p os ur e t o t h e t est a rti cl e ar e list e d i n S e cti o n 5. 1 .  E a c h s af ety v ari a bl e will b e s u m m ari z e d 

d es cri pti v el y .

5. 3. 1 Bi o mi c r os c o p y fi n di n gs: Slit -l a m p e x a mi n ati o n

N u m b er a n d p er c e nt a g e of pr es e n c e or n ot pr es e n c e of bi o mi cr os c o p y fi n di n g will b e 

t a b ul at e d by e a c h i n v esti g ati o n al pr o d u ct a n d b y visit.  F or e a c h visit, a fr e q u e n c y  a n d 

i n ci d e n c e t a bl e of t h e cli ni c al di a g n os es i d e ntifi e d as bi o mi cr os c o py fi n di n gs will b e 

pr es e nt e d b y e a c h i n v esti g ati o n al pr o d u ct. Cli ni c al di a g n os es will b e c o d e d a n d a n al y z e d 

usi n g M e d D R A.

5. 3. 2 B est c o r r e ct e d vis u al a c uit y wit h t ri al f r a m e s

F or b est c orr e ct e d d e ci m al vis u al a c uit y  wit h tri al fr a m e, d es cri pti v e st atisti cs ( m e a n, m e a n ± 

dis p ersi o n f a ct ors ( D F), N, m e di a n, mi n a n d m a x) wil l b e pr o vi d e d.

I n or d er t o c o m p ut e t h e m e a n of d e ci m al vis u al a c uit y c orr e ctl y, t h e g e o m etri c m e a n m ust b e 

us e d f or u n c orr e ct e d dist a n c e vis u al a c uit y  a n d b est c orr e ct e d dist a n c e vis u al a c uit y.  

T h e f or m ul as f or tr a nsf or mi n g fr o m d e ci m al a c uit y  t o l o g M A R s c or e a n d b a c k ar e as f oll o ws.

L o g M A R = -L o g 1 0 ( D e ci m al A c uit y)

D e ci m al A c uit y = a nti L o g ( -L o g M A R) = 1 0 -L o g M A R

F or r ef er e n c e, t h e m e a n of d e ci m al a c uit y  is d efi n e d as f oll o ws.

M e a n of D e ci m al A c uit y = 1 0 m e a n of ( -L o g M A R) = 1 0

A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

m e a n of L o g 1 0 ( De ci m al A c uit y)
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F or g e o m etri c m e a ns , dis p ersi o n f a ct ors ( D F) c orr es p o n ds t o st a n d ar d d e vi ati o ns a n d d efi n e d 

as:

+ D F  = 1 0( me a n of L o g 1 0 ( D e ci m al A c uit y) + L o g ( S D)) - 1 0m e a n of L o g 1 0 ( D e ci m al A c uit y)

-D F  = 1 0( me a n of L o g 1 0 ( D e ci m al A c uit y)) - 1 0( me a n of L o g 1 0 ( D e cim a l A c uit y) - L o g ( S D))

w h er e, L o g ( S D) is a st a n d ar d d e vi ati o n of L o g 1 0 ( D e ci m al A c uit y ).

T h e n u m b er a n d p er c e nt a g e of e y es wit h b est c orr e ct e d vis u al a c uit y  d e cr e as e fr o m t h e 

dis p e n di n g visit t o t h e f oll o w-u p visit will b e pr es e nt e d b y  e a c h i n v esti g ati o nal pr o d u ct.  

5. 3. 3 A d v e rs e E v e nts

T h e n u m b er a n d p er c e nt a g e of e y es wit h o c ul ar a d v ers e e v e nts will b e pr es e nt e d b y  e a c h 

i n v esti g ati o n al pr o d u ct.  Als o, t h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h n o n -o c ul ar a d v ers e 

e v e nts will b e pr es e nt e d b y  i n v esti g ati o n al pro d u ct .  A n e y e wit h m ulti pl e o c ul ar A Es of t h e 

s a m e pr ef err e d t er m is o nl y  c o u nt e d o n c e t o w ar d t h e t ot al of t his pr ef err e d t er m. Als o, a 

s u bj e ct wit h m ulti pl e n o n- o c ul ar A Es of t h e s a m e pr ef err e d t er m is o nl y c o u nt e d o n c e t o w ar d 

t h e t ot al of t his pr ef err e d t er m.

A d v ers e e v e nts will b e s u m m ari z e d i n t h e f oll o wi n g t a bl es:

 All A d v ers e E v e nts ( S eri o us a n d N o n -S eri o us C o m bi n e d)

 O c ul ar

 N o n -O c ul ar

 All A d v ers e D e vi c e Eff e cts

 O c ul ar

 N o n -O c ul ar

 All S eri o us A d v ers e E v e nts (i n cl u di n g S eri o us A d v ers e D e vi c e Ef f e cts)

 O c ul ar



A l c o n - B u si n ess Us e O nl y   Eff e cti v e D at e:  

D o c u m e nt:  V e rsi o n:  
St at us:  E f f e c t i v e

Pri nt e d B y:  Pri nt D at e:  

1 . 0 ;  C U R R E N T ;  M o s t - R e c e n t ;  E f f e c t i v eT D O C - 0 0 5 4 3 5 0

S t a t i s t i c a l  A n a l y s i s  P l a n 1 6- O ct- 2 0 1 7

N o n -O c ul ar

Als o, p ati e nt listi n gs will b e i n cl u d e d f o r a d v ers e e x p eri e n c es o c c urr e d pri or t o e x p os ur e t o 

t h e st u d y l e ns es wit h pr e -tr e at m e nt s af et y a n alys is s et.
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5.3.4 Device Deficiencies

A patient listing will be provided for the device deficiencies.

5.4 Interim Analysis for Safety

No interim analysis is planned.

6 Pharmacokinetic Analysis Strategy

Not Applicable.

7 Analysis Strategy for Other Endpoints

Not Applicable

8 Sample Size and Power Calculations

The sample size was estimated based on a subgroup analysis from a prior clinical study 
(CLE914-P001 study) in which 54 eyes were from habitual current AMMF wearers. In terms 
of investigator-graded lens centration after 14±3 days of wearing, a difference was showed 
that DT1MF had 13.0% better percentage of “Optimal” than AMMF (See Table 8-1 below).

Table 8-1 Investigator-Graded Lens Centration after 14±3 Days of Wearing

AMMF Difference 
(DT1MF – AMMF)Optimal Other Total

DT1MF

Optimal
45 7 52 7

83.3% 13.0% 96.3% 13. 0%

Other
0 2 2

0% 3.7% 3.7%

Total
45 9 54

83.3% 16.7% 100%

With 120 subjects (one study eye per one subject), the probability that a lower limit of 97.5% 
one-sided confidence interval of lens difference lies above -10% is more than 99% and the 
probability of lens difference lying above 0% is 92%, assuming the percentage of "Optimal" 
in population is the same as in the table above.
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As the 120 patients are required for the effectiveness assessment in this study, the 134 
patients will be enrolled in order to assume around 10 % discontinuation.
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